180 YOS.L utBjuod jou $80(j "PBZIUB S AusUWE

38

2
i

_ AR226-2

Copies to:

76

E. I. du Pont de Nemours and Company
Haskell Laboratory for Toxicology and Industrial Medicine

HASKELL LABORATORY REPORT NO. 52-79 _-

: Sample Ready
Material Tested Haskell No. Other Codes

for Testing :
. 12,102 ) et

Material Submitted by

Chemicals, Dyes & Pigments Dept.
Jackson Laboratory

Chambers Works
e e . .

-F

. TEN~DOSE ORAL SUBACUTE TEST .

* Procedure: The test material, as a 50% Puspension in acetone/com oil 15:85 or 7.5:92.5, was administered by intragastric
intubation to a group of 10 young adult ChR-CD male rats at a rdépeated dosage level of 3,400 mg/kg/day; an additional
group of 10 rats served as controls and was intubated with acetcae/corn oil 15:85 or 7.5:92.5. Eight test rats died

, before the fifth dose and the remaining two

. test rats were sacrificed the day after the fourth dose. Two control rats
were sacrificed after the fourth dose. ?out_df the temaining eight controls wete sacrificed after the tenth dose and the
+'remaining four were sacrificed after a T4~day: recovery pefttod.**

The test materisl, as an 18% suspension in acetone/corn oil 15:85, was administered by intragastric intubation to a
group of 10 young adult ChR-CD male rats;

| at a repeated dosage level of 1,700 mg/kg/day; an additional group of 10 rats
servaed as controls and was intubated with acetone/corn oil 15:85. Ten test rats died before the sixth dose. Two control
rats were gsacrificed after the seventh dose and the remaining eight

controls were sacrificed without pathology.***
The test material, as a 7% suspension in acetone/corn oil 15:85, was administered by intragastrxic intubation to a
group of 10 young adult ChR-CD male rats
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at a repeated dosage level of 850 mg/kg/day; an additional group of 10 rats
. served as controls and was intubated with acetone/corn o1l 15:85. Four test rats died before the tenth dose and three
l of the remaining six test rats were agcﬁ}.ficed approximataly four hours after the tenth dose, and three after a l4-day
| recovery period. Five control rats were sacrificed after the tenth dose and the remaining five controls were sacrificed
. after a 14-day recovery period.
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Dose No. of
(mg/kg/day) Doses Mortality _ Clinical Signs
3,400 C2-4 8/10 First Week: Stained and wet perineal area, stained face, diarrhea,
lacrimation, prostration, and weight loss.
1,700 3-5 10/10 First Week: Diarrhea, humped posture, congestion stained face, stained
and wet perineal area, weakness, and weight loss.
850 _ 3-10 4/10

Firat Week: Stained and wet

perineal area, stained face, diarrhea,
lacrimation,

weakness, humped posture, and welght loss.

Piloerection, unkespt fur, humped posture, veakness, statned
and wet perineal area, '

stained face, eyes half-closed, and
weight loss. ’

Second Week:
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Pathologic Changes:#*** gee Appendix (Pathology Report No. 2-79).+

Suzmary: @EENNNEN vas adninistered orally to groups of young adult ChR-CD male rats
3,400 mg/kg/day (2 to 4 days), 1,700 mglkgldgy-(2~;o 5 days), or 850 ng/kg/day (3 to
mortalities were observed in all 3:gtoupq.-'Bidtopétholoéic'changes involving the lungs, gastrointestinal tract, liver,
spleen, thymus, sternal bone marrow, epididymis, testes, ren§13;ubgigs.;hégrt,-and'héhntoyoietic-cellavugrgupbserweﬂ
in the treated rats, Following a l4-day recovery period, hiﬁtdphﬁhnlogic~éhan§és among rats in the 850 mg/kg group
were confined to the liver (with 1 rat also showing atrophic testes).

** These animals served as a common control group

at repeated dose levels of either
10 days). Severe weight loss and

for H~12,402 and H-12,403.

*** These animals Served as a common control group for H-12,402 and H-12,396.

*%%% Tisgues examined
included:
epididynis,
trachea, sto

histologically by |

lungs, gastrointestinal tract, exterior body surface,

testes, renal tubules, hematopoietic syste
mach, duodenum, pancrea

7 There wi;l be a supplemental pathol

', liver, 'heart, spleen,
m, kidneys, brain adrenal
8, cecum, colon, esophagus, and lymph nodes.

08y report for the 3,400 mg/

thymus, sternal bone marrow,
8, thyroid.'parathytoid, eyes,

kg/day dose level animals when histology is complete.
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